Applicants acknowledge that the Examiner has withdrawn rejections 
under 35 U.S.C. §102 and §112, first paragraph, in view of Applicants' arguments 
filed December 12, 1996. Applicants will now further address the rejection of the 
Examiner under 35 U.S.C. §103. 

In support of their application, Applicants also enclose with this response 
co pies of th e Declarations of Dr. Joseph Robert Emmott Fraser, M.D. and Dr. E va 
Turley filed w ith Parent Application Serial N o. 07,675,908 and a second 
Declaration of Dr. Eva T urley filed in respect of Application Serial N o. 08/352,697. 

These individuals previously filed Declarations in this case and the new 
Declarations contain additional evidence to assist the Examinees examination of 
Applicants' application and advance such examination. The Declarations each 
contain six (6) representative claims of Patent Application Serial No. 07/675,908, 
(from which this divisional application was filed) as Exhibits to his/her 
Declaration (Exhibit 2 to Dr. Fraser's Declaration and Exhibit 1 to Dr. Turley' s 
Declaration) which have been added to the claims in the parent application. 
These representative claims of the parent application (07/ 675,908), in Applicants' 
respectful submission, now address all of the Examiner's concerns under 35 
U.S.C. §103 and, address the State of the Art which is verified by Dr. Fraser and 
Dr. Turley in their declarations enclosed and was discussed by the Experts (Dr. 
Laurent, Fraser, Turley, Moore, Roth et al) in the Declarations filed with the last 
response. 

The primary reference relied on by the Examiner, in rejecting Applicants' 
claimed invention under 35 U.S.C. §103, is United States Patent 4,736,024 (Fidia), 
filed April 3, 1986 (claiming priority from Italian Application filed 1985) and 
issued April 5, 1988, which purports to teach pharmaceutical preparations for 
topical use particularly ophthalmic use comprising an active pharmacological 




substance or a mixture of pharmacologically substances, either active or suitable 
for topical administration and a vehicle which purports to comprise hyaluronic 
acid or a molecular fraction of hyaluronic acid or a salt of same either alone or 
with an alkaline metal, or pharmacologically substances, optionally together with 
additional conventional excipients. The two molecular fractions involve 
hyalectin and hyalastin (so called by Fidia) which have the following 
characteristics purportedly found by Delia Valle (Fidia). 

Applicants have carefully reviewed Delia Valle (U.S. Patent 4,736,024) and 
particularly the statements at column 9 which discuss that the concentrations of 
the solutions taught therein which may vary within wide limits, for example 
between 0.01% and 75%, by both of each of the two components taken separately 
and their mixtures or salts (note both cannot, in reality, be 75% of the 
composition.) Thus, the concentrations of the components are from very small 
concentrations to very large concentrations and any mixture therebetween. The 
concentrations in order of magnitude can vary more than 7,500 fold. According 
to Dr. Turley (in the Declaration filed with respect to Application Serial No. 
08/352,697) and a copy of same enclosed herewith), the concentrations at column 
9 are so broad as to be meaningless and unrealistic (see paragraphs 11 and 12 of 
the Declaration). No person skilled in the art would know what compositions 
are suitable for what dosages or conditions. "Undue experimentation" would be 
required to determine what concentrations of hyaluronan and medicine can 
make up compositions for treating unknown diseases and conditions (which 
must be determined). In other words, Delia Valle would have to invent 
Applicants' invention. Applicants' combination of the form of hyaluronic acid 
(having a minimum amount of lOmg) together with an agent (for example, a 
diuretic agent) which is suitable for treating diseases and conditions involving 
underperfused tissue and pathological tissue in humans as provided in the 
claims are not taught either explicitly or implicitly in Delia Valle anywhere . 
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Further, the law is such that a selection within these "meaningless and 
unrealistic" concentrations which selection provides unexpected results can itself 
be patented as they have not been taught previously. The treatment with these 
compositions providing unexpected results can also be patented. Provided there 
are unexpected results, this uniqueness may even be further enhanced by the 
specific choice of drugs, for example where the drug is furosemide. In other 
words, where the prior art is a "paper" document and does not teach Applicants' 
compositions, these compositions can be patented by Applicants if they provide 
unexpected utility (which they do). Additionally, the dosages taken from the 
composition and methods of treatment which are both new and which 
treatments use dosages taken from the composition are also patentable. 

As noted by both Drs. Fraser and Turley, where the treatment involves 
underperfused tissue and/or pathological tissue the form of hyaluronan, 
according to the teachings of Applicants' application when included in the 
dosages targets the underperfused tissue and/or pathological tissue and 
transports (delivers) the agent (medicinal agent and therapeutic agent) which is 
to be used to treat the underperfused tissue and/or pathological tissue, to the 
tissue. The agent is an agent that is suitable for use to treat the underperfused 
and /or pathological tissue, and the form of hyaluronic acid transports the agent 
to the site (pathological tissue and/or underperfused tissue). A detailed 
discussion of this transport of the agent to the site by the form of hyaluronic acid 
and the agents being transported (delivered) to the pathological tissue and/or 
underperfused tissue is provided, throughout the application. Applicants direct 
the Examiner's attention to page 23, line 30 to page 36, line 1. 

Applicants respectively submit that the amended method and dosage 
claims provide successful treatment of the disease and the conditions involving 



underperfused tissue and pathological tissue in human selected from the group 
consisting of renal failure, cardiac insufficiency, hypertension and edema by 
employing an effective amount of a medicinal agent, for example a diuretic agent 
and a sufficient amount of a form of hyaluronic acid sufficient to facilitate the 
agents penetrations and transportation to the site in need of treatment. The 
minimum dosage amount and the specific molecular weight of hyaluronic acid 
disclosed and claimed in applicant's application enhances the performance of the 
drug in the human body and produces the unusual targeting of the conditions 
and the diseases involving underperfused tissue and the pathological tissue, as 
would be understood by persons skilled in the art (as discussed by Dr. Fraser and 
Dr. Turley). Applicants submit the teaching of applicant's application and the 
claims are not suggested by Delia Valle or any other prior art (see pages 18 to 20 of 
Dr. Fraser's declaration). 

WHAT DOES DELLA VALLE TEACH ? 

The Examiner states (at page 3, first paragraph of the Official Action) that 
Applicants' combination is disclosed by Delia Valle et al. The Examiner also 
suggests that the dosage amount of the hyaluronic acid and drug which is within 
the claimed amount is disclosed at column 9 of Delia Valle. The Examiner 
further states that the teaching by Delia Valle et al is not limited to the use in 
ophthalmology and also covers a broad range of concentrations and dosages. 

Applicants respectfully disagree with the conclusions of the Examiner 
because persons skilled in the art would not use the teachings of Delia Valle (or 
any of the prior art) to prepare dermatological preparations using hyaluronic acid 
(without other ingredients that were expected to penetrate or to keep the mixture 
wet) because the hyaluronic acid was expected by such persons to dry up and flake 
off or on mucous membranes, be diluted and washed away by, for example, 
saliva (in this regard the Examiner is respectfully requested to review the 
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enclosed Declaration of Dr. Fraser which was filed with respect to Patent 
Application Serial No. 07/675,908, particularly paragraphs (c) through (e) of the 
Declaration) . That was the whole point of submitting the prior art with the 
previous response in the prosecution of this application. 

After referring to Dr. Laurent's statement dealing with the hyaluronic acid 
as potentiating the action of the drug, the Examiner has stated that the 
"Declarations fail to present any data showing that hyaluronic acid enhances the 
ability of known medicines." Applicants respectfully traverse the conclusion of 
the Examiner because the application as filed fully discloses and teaches persons 
skilled in the art that a minimum amount of lOmg of hyaluronic acid enhances 
the transportation and delivery of the medicine (for example, a diuretic agent) to 
a site in need of treatment . In this regard, the Examiner is respectfully requested 
to review Applicants' application at page 24, beginning at line 13 wherein the use 
of a sufficient amount of hyaluronic acid (a minimum amount of lOmg when 
administered together with the drugs, for example, a diuretic agent) produces an 
unusual targeting for the underperfused tissue or pathological tissue . Starting at 
line 23 on page 24 of the application, Applicants teach that: 

"The hyaluronic acid enhances the anti-neoplastic activity and effect 
of the ascorbic acid. It is thought that this enhanced activity 
eliminates the free radicals by acting as a free radical scavenger. In 
any event the patients feel better. This is also demonstrated with 
furosemide and hyaluronic acid where the activity of furosemide is 
enhanced only minimally when administered with hyaluronic acid 
to a "normal" subject but the activity is enhanced significantly when 
administered to a patient whose kidney is underperfused or 
malfunctioning due to insufficient intra-vascular volume ." 

A detailed discussion of enhancement (potentiation) and transport of the agent 
to the site in need of treatment by the form of hyaluronic acid is provided 
throughout the application. Applicants direct the Examiner's attention to page 
23, lines 3 to page 36, line 1. Note the statement between the bottom of page 33, 
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line 37 to the top of page 34, line 2, when the form of hyaluronic acid is combined 
with the therapeutic agent for treatment of the diseases and conditions the 
results are totally unexpected (see the examples following at page 45, line 37 to 
page 46, line 3 (Case VIII)). 

In Applicants' respectful submission, it is to this enhancing ability of 
hyaluronic acid that the statement of Dr. Laurent is referring to. Dr. Laurent, by 
this statement, is confirming the examples and teachings found in Applicants' 
application as filed. Applicant's disclosure of their invention is addressed to 
persons skilled in the art. In light of the above submissions and experts' 
declarations, the Examiner has the burden of showing that the disclosure does 
not teach how the invention is to be used. Applicant's respectively submit this 
burden has not been overcome by the Examiner. In this regard, the application is 
very clear. Applicant's have discharged any burden upon them when filing the 
original application by disclosing their claimed invention in a clear and 
unambiguous manner such that persons skilled in the art understand and can 
use the invention. The Examiner is respectfully reminded that examination 
before the United States Patent and Trademark Office is not examination before 
the Food and Drug Administration (FDA) and Applicants are not seeking FDA 
approval from the Examiner. 

With respect to the prior art teaching, applicants submit that Delia Valle 
made beakers of material (see, for example, the formulations discussed at column 
9, line 36 to column 10, line 17); however, the dosages applied in the entire 
reference are drops. Nowhere is there a teaching of the use of anything but 
drops. These drops are administered to the eye. The Examiner will note that the 
use of hyaluronan in the eye in small drops has been tested by Dr. Ian Constable 
and the result published in Round Table Series #40, 1995 (see article entitled 
"Subretinal neovascularization and possible hyaluronan-targeted therapy"). In 
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this article, a copy of which is attached as Exhibit 3 to the Declaration of Drs. 
Fraser and Turley, Professor Constable discusses the administration of drops of 
hyaluronan and non-steroidal anti-inflammatory drugs in the eye. He clearly 
states at page 141: 

"It does not get to the back of the eye. Available data on combining 
HA with drugs in drops show rapid clearance from the anterior 
chamber. Dr. Gustafson has published data on receptors in the 
corneal epithelium, and nothing gets to the back of the eye if 
administered as drops." 

These tests clearly show that the use of hyaluronan in the eye in small 
drops (as described in Delia Valle) cannot penetrate the skin or even adhere to us 
as they did in the eye. The eye is not the skin or mucous membranes. Delia 
Valle, in addition to stating what is stated at column 9, lines 3 to 6 suggests that 
the dosages having these concentrations can be used dermatologically (see 
column 2, lines 54 to 59). However, from the declaration of Dr. Turley, the 
Examiner will note that no persons skilled in the art would understand Delia 
Valle to teach compositions to be used on the skin or on mucous membrane 
tissue for the purposes of applying a medicine . The reason is that persons skilled 
in the art, both before and after the filing of the Delia Valle patent application 
filed April 3, 1986 which issued as United States Patent 4,736,024 would have 
believed (a) if applied topically compositions containing hyaluronan and a 
medicine would have dried on the skin and flaked off, and (b) if applied to the 
mucous membranes, the compositions would have been diluted and washed 
away. 

Thus, no person skilled in the art would use the teachings of Delia Valle to 
make any dermatological preparation . 
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To this day there is no evidence that Delia Valle has marketed anything in 
accordance with these teachings. No person skilled in the art would use Delia 
Valle to produce any composition for dermatological use let alone Applicants' 
compositions. Thus, Applicants' claims for the dosage amount of a 
pharmaceutical composition having the specified amount is clearly not taught or 
contemplated by Delia Valle. In this regard, Applicants have discovered 
compositions which have the minimum amount of lOmg of the form of 
hyaluronan and active which provide the unique ability to treat all the diseases 
and conditions indicated in the patent application. Delia Valle did not know of 
transportation. Delia Valle, in effect, stated that medicines could be mixed with 
hyaluronic acid. However, the amounts of hyaluronic acid which provide the 
transportation are not contemplated by Delia Valle. These dosage amounts with 
the specific molecular weight were not contemplated in Delia Valle or anywhere 
in the prior art. This unique combination of hyaluronic acid with the medicine 
gave the unique combination by providing the appropriate dosage amount of 
hyaluronic acid to achieve the unique successful treatments . 

Furthermore, the Examiner relies on Lowry stating that the reference 
discloses a composition containing hyaluronic acid which is effective as a cell 
penetrant . Applicants respectfully traverse the conclusion of the Examiner with 
respect to the teachings of Lowry (United States Patent No. 4,900,550). Lowry 
purports to disclose a cosmetic formulation for use with a skin care cosmetic 
regime for accelerating the cell renewal cycle of the skin to provide younger 
looking skin. The cosmetic formulation (the one preparation) listed in columns 
3 and 4 of Lowry's patent is formulated of the specific ingredients to achieve the 
conditioning of a person's skin . 




The Examiner will note that propylene glycol is a penetrant (penetrating 
agent), present in an amount of 3%. The presence of propylene glycol in the 
cosmetic formulation of Lowry's patent (U.S. Patent 4,900,550) is to increase the 
penetration and therapeutic activity (cell renewal cycle of the skin) of the 
formulation. Thus, increased penetration of the cell is achieved due to the 
presence of propylene glycol in the formulation. The effect of propylene glycol 
on skin penetration is well known in the art ( both prior to and after the filing of 
Lowry's patent ). In this regard, Applicants enclose United States Patent No. 
4,808,576 (attached as Schedule "A") which teaches the use of propylene glycol as 
a transdermal carrier (see column 6, lines 1-9) and abstracts of two articles 
published in International Tournal of Pharmacy, 1986, 28:201-209 (attached as 
Schedu le " B") and Tournal of Pharmaceutical Science, 1993, 82(5):551-552 
(attached as Schedule "C") wherein the use of propylene glycol as a penetrating 
agent is discussed. 

There is no teaching in the patent (U.S. Patent 4,900,550) that hyaluronic 
acid, especially about .1%, does anything (.1% would not give minimum of lOmg 
when the composition of Lowry is applied). Applicants submit that Lowry does 
not disclose a dosage amount of a pharmaceutical composition or a method of 
treating diseases and conditions involving underperfused tissue and pathological 
tissue in a human comprising administering an effective amount of an agent (for 
example, a diuretic agent) wherein the agent is facilitated for penetration by a 
sufficient amount of a form of hyaluronic acid having a molecular weight greater 
than 150,000 daltons and less than 750,000 daltons to a site in need of treatment . 
Furthermore, Lowry does not teach the use of a minimum amount of hyaluronic 
acid which is taught in Applicants' application. The Examiner will agree that 
Applicants' invention is based on the treatment of disease and conditions 
involving underperfused tissue and /or pathological tissue by the effective dosage 
amount of a diuretic agent (for example, furosemide), wherein the form of 



hyaluronic acid (having a minimum amount of lOmg) enhances the activity and 
effect of the agent. 

In summary, Lowry does not teach the use of a form of hyaluronic acid to 
deliver medicines or therapeutic agents or any agents. There is nothing in Lowry 
to teach the delivery of anything by hyaluronic acid. Applicants submit that 
persons skilled in the art would give Lowry minimal effect, if any, and would 
definitely not think of Lowry in respect of the transport or deliver of medicines 
or agents. There is no motivation to combine Lowry and Delia Valle because 
there is no recognition of transport by the form of hyaluronic acid. There is no 
leading, by either or both of the references, to the unexpected utility of 
Applicants' invention - unexpected unobvious results provided by Applicants' 
dosage and method of treatment with those dosage namely, targeting, delivery, 
and transport. 

With respect to United States Patent 4,711,884 (Karanewsky), Applicants 
submit that the Karanewsky patent is irrelevant and provides no motivation for 
any person skilled in the art to use a form of hyaluronic acid to enhance the 
penetration and transportation of a medicine or therapeutic agent through tissue. 
Karanewsky does not teach, infer, nor imply a method of treating a condition or 
disease involving underperfused tissue and /or pathological tissue in a human 
comprising administering an effective amount of a medicinal or a therapeutic 
agent for treating a condition or disease involving underperfused tissue and /or 
pathological tissue wherein the medicinal agent is facilitated for penetration of 
the agent through the tissue by a sufficient amount of a form of hyaluronic acid 
at a site to be treated. There is no teaching whatsoever of the use of a form of 
hyaluronic acid which (a) facilitates penetration, (b) has a molecular weight in 
the range of 150,000 to 750,000 daltons, and (c) provides a dosage greater than 
lOmg. Applicants respectfully submit there is clearly no motivation to arrive at 




Applicant's invention. Thus Applicants' invention is neither taught nor 
inferred in Karanewsky, alone or combined with any other reference of record. 
Therefore, reconsideration of the claims are respectfully requested. 

Applicants submit that there is no evidence whatsoever in Delia Valle (or 
Karanewsky) that Delia Valle (or Karanewsky) delivers any material into the 
skin. Delia Valle only provides a statement of dermatological application but the 
dermatological application would not be used by persons skilled in the art 
because they expect that the composition cannot get in . Persons skilled in the art 
therefore would not make the compositions, and particularly would not make 
the compositions in the minimum dosage amount given and with the drugs 
given in the claims. These compositions and methods give unexpected utility 
and thus are patentable. 

It is clear from the law and to reiterate as previously stated, obviousness is 
a question of fact . The compositions with the limitations in the claims as 
amended are not old; the methods taught in this application are completely new 
- not old and the dosages claimed in Claim 119 and 121 are not old. 

STATE OF THE ART 
OVERVIEW 

With respect to the State of the Art with respect to hyaluronan, Dr. Fraser 
and Dr. Turley have set out the state of the art to enable the Examiner to better 
understand Delia Valle and the implications of this purported teaching. It 
should now be clear that persons skilled in the art would not make 
dermatological compositions or other compositions having regard to Delia 
Valle' s teachings because the dosage amounts would, when applied topically, be 
expected to dry up and flake off before any medicine would be expected to be 
absorbed by the skin. With respect to applications to mucous membranes, the 




dosage amounts would be washed away and diluted and would not be expected to 
provide any benefits. This is discussed in paragraph 4 of Dr. Fraser's Declaration 
and paragraph 4 of Dr. Turley's declaration. 

Delia Valle does not deal with internal administration of forms of 
hyaluronan and medicines such as by intravenous administration, injections, 
subcutaneous administration, oral administration. Delia Valle does not deal 
with topical dermatological preparations. Applicants repeat what was stated by 
the Experts. Thus, Delia Valle is not relevant. Particularly, Applicants submit as 
follows: 

Applicants set out below the historical state of the prior art (discussed in 
the Expert Declarations) with respect to Delia Valle so that the Examiner has the 
chronological teachings to show that not only before the filing of Delia Valle, but 
after the filing, persons skilled in the art did not believe that hyaluronic acid got 
into the skin. 

" DETAILED DISCUSSION OF PRIOR ART " 

(a) U.S. Patent 3,887,703 (issued June 3, 1975) teaches in examples 13, 14, 15 and 
17 combinations of mucopolysaccharides (which include hyaluronan), together 
with medicines. Drops of this solution were applied onto the hair and scalp. The 
drops would each contain much less than lmg of the form of hyaluronic acid. 
Persons skilled in the art expected that whatever was applied would sit there, dry 
up and flake off (see Dr. Turley's Declaration). 

(b) U.S. Patent 4,141,973, which issued February 27, 1979 teaches high 
molecular weight forms of hyaluronic acid. At column 14, Balazs indicates that 
the high molecular weight form of hyaluronan can be used as a vehicle for any 
kind of intra-articular medication to protect the articular cartilage from the 
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possible harmful effects of the particular drug used and to prolong the effect of 
the drug by decreasing its diffusion out of the articular space . Balazs, a world 
leader, did not specify any use to the skin as a carrier for drugs. To persons 
skilled in the art this teaching means that the combination of the form of 
hyaluronan having the high molecular weight, together with the, for example, 
corticosteroid is injected into the intra-articular space and because of the high 
molecular weight of the hyaluronic acid the effect of the drug is prolonged by 
decreasing (delaying) its diffusion out of the articular space providing a retard 
effect. The high molecular weight hyaluronan remains in the intraarticular 
cavity and the medicine (for example, corticosteroid) leaches therefrom and is 
absorbed. 

(c) United States Patent 4,711,780, which issued December 8, 1987, teaches a 
composition for treating the surface epithelium and a process for promoting 
epithelial regeneration. At column 5, example 2, the patentee indicates that 
mucopolysaccharide (which include hyaluronan) acts as a barrier : 

"In order to document that mucopolysaccharide acts as a 
barrier, thereby preventing toxins on the skin surface from 
penetrating into the blood circulation system which otherwise leads 
to septicemia..." 

The hyaluronan is high molecular weight. 

(d) In the article found in "Polymers", in Cosmetics and Toiletries, Vol. 99, 
June 1984, entitled "Hyaluronic Acid, Its Structure and Use", at page 71 Balazs et 
al (the same Balazs in U.S. Patent 4,141,973) state: 
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"The stratum corneum is known to be impermeable to 
molecules as large as hyaluronic acid." 

"Therefore, it is not expected that even very short chains of 
oligosaccharides of degraded hyaluronic acid that contain more than 
5 to 10 pentisaccharide units can pass through this layer of the skin. 
There is no evidence in the literature that any hyaluronic acid - in 
any solvent or with any added carrier - will penetrate deeper than 
the crevices between the desquamating cells ." 

These statements were made in 1984. 

(e) Finally, in an article entitled "Effect of Several Penetration Enhancers on 
the Percutaneous Absorption of Indomethacin in Hairless Rats", Chem. Pharm. 
Bull. 36(4), 1519-1528 ( 1988 ) there is a discussion of the effect of several 
penetration enhancers on the percutaneous absorption of drugs. Note the use of 
the expression "percutaneous absorption". In other words the medicine is 
absorbed through the skin and the penetration enhancers enable such absorption. 
One of the compounds tested is sodium hyaluronate and the clinicians found 
that it had no enhancing effect on the skin permeation of indomethacin. 

MOSAICING OF PRIOR ART 

Further, with respect to the alleged obviousness of Applicants' invention 
by the combination of teachings from the references asserted by the Examiner, 
factually Lowry or Karanewsky do not relate to the use of a minimum amount of 
forms of hyaluronic acid to deliver medicines or therapeutic agents or any agent. 
Delia Valle is discussed above and the discussion is emphasized herein again. 
Other prior art is further discussed by both Dr. Fraser and Dr. Turley. Couple 
their statements with those of their previous declarations and it is clear Delia 
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Valle is not relevant. Note the comments of Dr. Turley at page 5 of her 
Declaration with respect to Schultz and the comments of Dr. Fraser at page 6 of 
his Declaration with respect to Schultz. Note the statements by Dr. Turley 
immediately before paragraph (i) of her Declaration at page 10. 

Applicants repeat their assertions about the law previously made. 
However, Applicants will refer to only one recent decision, that of United States 
Court of Appeals dealing with "Obviousness" under 35 U.S.C. §103 in In re 
Michihiko Ochiai. et ah , 37 U.S.P.Q. 2d, 1127. In that case, the United States 
Court of Appeals stated as follows: 

The test of obviousness vel non is statutory. It requires that one compare the 
claim's 'subject matter as a whole' with the prior art 'to which said subject matter 
pertains.' 35 U.S.C. § 103. The inquiry is thus highly fact-specific by desig n. This 
is so 'whether the invention be a process for making or a process of using, or some 
other process.' Kuehl, 475 R2d at 665, 177 USPQ at 255. When the references cited 
by the examiner fail to establish a prima facie case of obviousness, the rejection is 
improper and will be overturned . In re Fine, 837 F.2d 1071, 1074, 5 USPQ2d 1596, 
1598 (Fed. Cir. 1988). 
(emphasis added by Applicants' Agent) 

It is therefore clear; 

(a) The subject matter of Applicants' claims as presented is taught by 
their application; 

(b) the subject matter of the claims is not obvious over the prior art; 

(c) Applicants' treatments provide unexpected utility - in this regard 
see all the results of all the tests submitted in both the application 
and the additional test results filed in Declarations filed with 




previous responses (Declarations of Professor Torvard Laurent, Dr. 
Robert Fraser, Professor Ian Constable, Dr. Eva Turley, Dr. Stefan 
Gustafson, Dr. Adrian Moore, Dr. Sanford Roth, Dr. George DeVeber 
and Stellan Lind). Particularly, the Examiner is reminded of the 
statements at page 23, line 36 to page 24, line 6 of the application as 
follows: 

"By way of example and to illustrate the facilitation of 
the delivery or transport of a chemical to a site in a 
mammal, when ethyl alcohol is injected directly into 
a tumor, and sonographic (ultrasound) assessment is 
made, it is hot dispersed throughout the tumor. 
When the ethyl alcohol to be administered into a 
tumor is carried by hyaluronic acid and /or salts 
thereof, sonographic assessment of the tumor, 
demonstrates the dispersion of the ethyl alcohol 
throughout the tumor ." 



There is no evidence to contradict this evidence. 



Throughout the application, evidence is provided that the treatments are 
unexpected . There is no evidence to contradict (see Case XII for example). The 
dosages used are not known and not obvious. 

Applicants therefore respectfully submit that the application is in 
condition for allowance and same is solicited at the earliest convenience. When 
the Examiner has reached this file for examination and has had a chance to 
review the material she is kindly requested to contact Applicants' agent to discuss 
arranging a meeting where the claims and the nature of the claims can be 
discussed. 



If the Examiner, in the interim, has any questions, she is respectfully 
requested to contact Applicants' Agent, Ivor Hughes at (905) 771-6414 collect at 
her convenience. 

If the Examiner, in the interim, has any questions or comments, she is 
respectfully requested to contact Ivor M. Hughes at (905) 771-6414 collect at her 
convenience. 



Respectfully submitted, 



HUGHES, ETIGSON 
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